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Abstract
Background: Prophylactic treatment with N-acetylcysteine (NAC) for 3 months or more is
associated with a reduction in the frequency of exacerbations of chronic obstructive pulmonary
disease (COPD). This raises the question of whether treatment with NAC during an acute
exacerbation will hasten recovery from the exacerbation.
Methods: We have examined this in a randomised, double-blind, placebo controlled trial. Subjects,
admitted to hospital with an acute exacerbation of COPD, were randomised within 24 h of
admission to treatment with NAC 600 mg b.d. (n = 25) or matching placebo (n = 25). Treatment
continued for 7 days or until discharge (whichever occurred first). To be eligible subjects had to be
≥ 50 years, have an FEV1 ≤ 60% predicted, FEV1/VC ≤ 70% and ≥ 10 pack year smoking history.
Subjects with asthma, heart failure, pneumonia and other respiratory diseases were excluded. All
subjects received concurrent treatment with prednisone 40 mg/day, nebulised salbutamol 5 mg
q.i.d and where appropriate antibiotics. FEV1, VC, SaO2 and breathlessness were measured 2 hours
after a dose of nebulised salbutamol, at the same time each day. Breathlessness was measured on
a seven point Likert scale.
Results: At baseline FEV1 (% predicted) was 22% in the NAC group and 24% in the control group.
There was no difference between the groups in the rate of change of FEV1, VC, SaO2 or
breathlessness. Nor did the groups differ in the median length of stay in hospital (6 days for both
groups).
Conclusions: Addition of NAC to treatment with corticosteroids and bronchodilators does not
modify the outcome in acute exacerbations of COPD.
Background
Exacerbations are an important cause of morbidity in
Chronic Obstructive Pulmonary Disease. Seemungal et al
found that exacerbations were an important determinant
of quality of life in COPD [1]. In addition hospital admis-
sions with exacerbations account for a large proportion of
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the expenditure on the treatment of COPD [2]. This has
led to a search for strategies to prevention exacerbations
and to hasten their resolution when they do occur. A sys-
tematic review found that treatment with mucolytics for 2
months or more reduced the frequency of exacerbations
by 29% [3]. The majority of the studies included in the
review were with N-acetylcysteine. These findings are sup-
ported by a recent pharmacoepidemiologic study [4].
Aside from its action as a mucolytic, N-acetylcysteine is an
antioxidant [5,6] and has anti-inflammatory actions [7]
and this could contribute to its actions in preventing exac-
erbations of COPD. Exacerbations of COPD are character-
ized by increased infiltration of the airways with
neutrophils and eosinophils [8] and by increased produc-
tion of reactive oxygen species [9]. Reactive oxygen species
can activate the epidermal growth factor receptor to pro-
mote mucus secretion [10] and this is one of the potential
mechanisms by which an increase in reactive oxygen spe-
cies could lead to a worsening of an acute exacerbation. In
view of this we wondered whether N-acetylcysteine might
also be useful in the treatment of patients presenting with
an acute exacerbation of COPD. We undertook a ran-
domised, double-blind, placebo-controlled, parallel
group study of oral N-acetylcysteine 600 mg b.d. in addi-
tion to standard treatment in patients admitted to hospi-
tal with an acute exacerbation of COPD.
Methods
Patients were eligible for inclusion in the study if they had
a physician diagnosis of COPD, were ≥ 50 years of age,
had a smoking history ≥ 10 pack years and had been
admitted to hospital with an acute exacerbation of their
COPD in the previous 24 hours. In addition they were
required to have FEV1 ≤ 60% predicted and FEV1/VC ≤ 0.7
at time of inclusion. Patients were excluded if they had
any of the following conditions: asthma (as the primary
diagnosis), heart failure, bronchiectasis, bronchial carci-
noma, interstitial lung disease, pneumonia. They were
a l s o  e x c l u d e d  i f  t h e y  w e r e  u n a b l e  t o  c o m p l y  w i t h  t h e
study procedures because they did not speak English or
were demented or if they had any other medical problems
that in the opinion of the investigator would interfere
with the conduct of the study.
Subjects were treated with N-acetylcysteine 600 mg twice
daily (b.d.) or matching placebo. Treatment was contin-
ued for 7 days or until discharge whichever occurred first.
Effervescent N-acetylcysteine tablets were purchased from
Zambon pharmaceuticals (Milan, Italy) and were repack-
aged in size 0 gelatine capsules. Each capsule contained
300 mg of N-acetylcysteine. Placebo capsules were pre-
pared containing lactose as a filler. A randomisation
schedule was drawn up by the hospital pharmacy and
patients were allocated sequential randomisation num-
bers as they entered the study.
In addition to N-acetylcysteine the patients received
standard treatment for their exacerbation as specified by
the hospital guidelines. This was oxygen therapy, pred-
nisone 40 mg o.d. for one week and nebulised bronchodi-
lators i.e. salbutamol 5 mg four times daily (q.i.d.) and
ipratropium 0.5 mg q.i.d. Antibiotics were prescribed if
the patients had increased volume and/or purulence of
sputum. Mucolytics were not permitted during the trial
except as study medicine.
The primary endpoint was breathlessness measured on a
seven point Likert scale (Table 1). Secondary endpoints
were FEV1, oxygen saturation and length of hospital stay.
The study assessments were performed at the same time
each day and two hours after the last dose of nebulised
bronchodilator. Breathlessness was assessed prior to
spirometry. Spirometry was performed according to
American Thoracic Society criteria using a Vitalograph
spirometer. Oxygen saturation was measured using a Nel-
cor N-20 pulse oximeter. Supplemental oxygen was
stopped for 10 minutes before any of the measurements
were performed. In addition the subjects were interro-
gated on each occasion about any possible adverse effects.
The study was conducted at Auckland Hospital between
June 2001 and October 2001. The study was approved by
the Auckland Ethics Committee and all participants pro-
vided written informed consent.
Power calculation
The power calculation was based on a previous study
where we treated subjects for acute exacerbations of
COPD with theophylline for up to seven days [11]. In that
study the average improvement in Likert score from base-
line to the end of the study was 1.95 with theophylline
and 1.05 with placebo. We assumed the subjects in this
study would have a similar distribution of Likert scores for
breathlessness. On this basis, 50 participants gave us 88%
power to detect a similar difference between the groups as
in the previous study, at a 5% level of significance.
Table 1: 
Likert Scale for Breathlessness
1 Extremely short of breath
2 Very short of breath
3 Quite a bit short of breath
4 Moderate shortness of breath
5 Some shortness of breath
6 A little shortness of breath
7 Not at all short of breathBMC Pulmonary Medicine 2004, 4:13 http://www.biomedcentral.com/1471-2466/4/13
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Statistical analysis
The two treatment groups were compared at baseline
using Student's t-test for normally distributed variables,
Wilcoxon test for non-parametric data and Fisher's exact
test for categorical data.
The effect of N-acetylcysteine on breathlessness, lung
function and oxygen saturation was analysed by fitting the
patient data to a random coefficient model using a mixed
linear model approach (least squares regression). The
baseline (Day 1) measurements were used as co-variates
in the analysis. This allowed individual slopes and inter-
cepts to be formed for each patient and their random var-
iation incorporated in the model. This model adjusted for
the varying number of observations available on the dif-
ferent patients. Non-normal dependent variables were
rendered normal by transformation. Significant and main
interaction effects were investigated by the method of
Tukey.
All tests were two-tailed and a 5% significance level was
maintained throughout these analyses. The analyses were
carried out using SAS Version 8.0 (SAS Institute Inc, Cary,
NC, USA.)
The life test procedure of SAS was used to compute non-
parametric estimates of the length of stay function by the
Kaplan-Meier method. Comparison between these func-
tions was made using the Wilcoxon and log rank tests.
Results
Two hundred and ten patients who had been admitted to
hospital with an exacerbation of COPD were screened for
the study. Fifty subjects were randomised to treatment
with 25 subjects receiving N-acetylcysteine and 25 sub-
jects receiving placebo. The commonest reasons for exclu-
sion were concomitant heart failure (n = 41) or
pneumonia (n = 35).
The two groups were similar at baseline in terms of age,
smoking history, lung function, oxygen saturation and
breathlessness (Table 2). There were more men in the pla-
cebo group but the difference was not statistically signifi-
cant (p = 0.23). There was no difference between the
groups in the use of inhaled bronchodilators prior to
admission (Table 3). More subjects in the N-acetylcysteine
group had been on treatment with inhaled corticosteroids
prior to admission but this difference was not statistically
significant (p = 0.16). Although we did not document the
Table 2: Baseline characteristics of the subjects
N-Acetylcysteine (n = 25) Placebo (n = 25)
Gender Male/Female 11/14 19/6
Age Years (SD) 73.6 (7.8) 73.0 (8.2)
Smoking History Pack Years (SD) 44.4 (36.2) 53.7 (36.8)
FEV1 % predicted (SD) 22 (10) 24 (12)
VC % predicted (SD) 56 (18) 64 (22)
SaO2 % (SD) 90.2 (4.0) 90.4 (2.7)
Breathlessness Likert Score (IQ range) 4 (3–6) 4 (3–5)
Values are shown as mean and standard deviation except for Likert scores that are shown as median and interquartile range. There were no 
statistically significant differences between the two groups for any of the measures.
Table 3: Concurrent medications
N-acetylcysteine (n = 25) Placebo (n = 25)
Inhaled steroids 15 9
Oral prednisone 9 6
Short acting inhaled beta-agonists 20 19
Ipratropium bromide 14 14
Long acting inhaled beta-agonists 7 7
Theophylline 4 1
The patients on treatment with oral prednisone included patients on long term treatment with oral steroids and those who were prescribed 
prednisone for this exacerbation prior to admission. There was no significant difference between the N-acetylcysteine and placebo groups for any 
of the concomitant medicines.BMC Pulmonary Medicine 2004, 4:13 http://www.biomedcentral.com/1471-2466/4/13
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amount of sputum produced by the subjects most subjects
presented both with an increased volume of sputum as
well as breathlessness.
All of the subjects completed the study with none being
withdrawn early. The rate of change in the Likert scores,
lung function and oxygen saturation is shown in Table 4.
For the Likert score, FEV1, and SaO2 the rate of change was
greater with placebo than with N-acetylcysteine but none
of these differences were statistically significant. Table 5
shows the absolute changes in Likert score, FEV1 and SaO2
from the beginning to end of the study.
The Kaplan-Meier analysis showed a similar time course
until discharge for the treatment and placebo arms (Figure
1). Neither the log-rank statistic (p = 0.33), which places
more weight on longer lengths of stay in hospital, nor the
Wilcoxon test (p = 0.30) which places more weight on
shorter stays in hospital were significant. The median
length of stay was 6.0 in the NAC group and 5.5 in the pla-
cebo arm.
Three subjects reported adverse events in each group. One
of the subjects treated with N-acetylcysteine reported nau-
sea compared with two of the subjects treated with pla-
cebo. There were no serious adverse events.
Discussion
N-acetylcysteine has been consistently shown to reduce
the number of exacerbations of COPD when it is taken for
3 months or more. In contrast we failed to show any ben-
efit when N-acetylcysteine was administered as a
treatment for acute exacerbations of COPD. There are a
number of possible explanations for the failure to see any
benefit.
We cannot exclude the possibility that there was a Type II
error and that there is indeed a beneficial effect of N-ace-
tylcysteine in the treatment of acute exacerbations. A
larger study would be needed to rule out this possibility
but there was less improvement in breathlessness, lung
function and oxygen saturation with N-acetylcysteine
than with placebo that argues against this explanation.
Another possibility that needs to be considered is that we
used too low a dose of N-acetylcysteine and that the con-
centrations of N-acetylcysteine in the lung were not high
enough to exert adequate antioxidant or anti-inflamma-
tory effects. N-acetylcysteine is metabolized to cysteine





Likert Score 0.16 (0.42) 0.35 (0.45)
FEV1 % predicted 0.001 (0.015) 0.019 (0.019)
Sa02 0.40 (0.89) 0.88 (1.43)
Mean and standard deviations for slopes of the least square regression 
lines for the effects of NAC and placebo on Likert scores for 
breathlessness, FEV1 % predicted and SaO2. There were no significant 
differences between NAC and placebo.






Likert Score 0.7 0.8
FEV1 (litres) 0.03 0.15
Sa02 (%) 1.2 1.8
The average change in Likert score, FEV1, VC and SaO2 from entry 
into the study to end of study (discharge or Day 7) are shown.
The percentage of patients remaining in the study (i.e. who  had not been discharged from hospital) on each day Figure 1
The percentage of patients remaining in the study (i.e. who 
had not been discharged from hospital) on each day. N-ace-
tylcysteine is shown by a dotted blue line and placebo by a 
solid red line. The life test procedure of SAS was used to 
compute nonparametric estimates of the length of stay func-
tion by the Kaplan-Meier method. Comparison between 
these functions was made using the Wilcoxon and log rank 
tests. Neither the log-rank statistic (p = 0.33) nor the Wil-
coxon test (p = 0.30) were significant. The median length of 
stay was 6.0 days in the NAC group and 5.5 days in the pla-
cebo arm.BMC Pulmonary Medicine 2004, 4:13 http://www.biomedcentral.com/1471-2466/4/13
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and this in turn acts as a precursor of reduced glutathione
which is an antioxidant [12]. Bridgeman and colleagues
studied the effects of administering either 600 mg once
daily or 600 mg three times daily [13]. After a single dose
of 600 mg, N-acetylcysteine was detected in plasma for 1.5
hours. Plasma cysteine concentrations were also elevated
but had returned to baseline by four hours. Glutathione
concentrations were variably increased following a single
dose of N-acetylcysteine but when N-acetylcysteine was
given as 600 mg three times daily (t.i.d) for 5 days the glu-
tathione concentrations were consistently and signifi-
cantly elevated 12 hours post dose. In this study there was
no increase in cysteine or reduced glutathione in either
bronchoalveolar lavage fluid or lung tissue (from subjects
undergoing pneumonectomy) when the samples were
obtained 16–20 hours after the last dose of N-acetyl-
cysteine. In an earlier study, however, reduced glutathione
had been shown to be increased in bronchoalveolar lav-
age fluid 1 to 3 hours after a single dose of 600 mg of N-
acetylcysteine [14]. It is likely that the dosing regimen that
we used would lead to increases in cysteine and glutath-
ione in both plasma and in the lungs but this may well not
have been sustained over the whole of 24 hours. This
leaves unanswered the question of whether the changes
that did occur in N-acetylcysteine, cysteine and glutath-
ione would have been sufficient to alter the course of the
exacerbation. The results of studies where N-acetyl-
cysteine was used as a prophylactic agent to prevent
exacerbations of chronic bronchitis and/or COPD would
argue that we did use an adequate dose. In these studies
doses of N-acetylcysteine between 300 mg b.d. to 600 mg
b.d. were effective and the dose that we used in this study
is at the upper end of this range. N-acetylcysteine has also
been shown to be effective for other indications when it
has been used in this dose. Several studies have shown
that N-acetylcysteine 600 mg b.d. protects against contrast
nephropathy [15,16]. Whether or not a higher dose of N-
acetylcysteine would have been any more effective in the
treatment of acute exacerbations of COPD can only be
answered by conducting additional studies.
In contrast to N-acetylcysteine, prednisone and pred-
nisolone are effective treatments for acute exacerbations
of COPD. Davies et al studied 56 patients admitted to
hospital with an exacerbation of COPD and found that
prednisolone led to a greater improvement in lung
function and shortened the hospital stay [17]. Other stud-
ies have confirmed the efficacy of corticosteroids in severe
exacerbations of COPD [18]. There is evidence of
increased numbers of eosinophils in the airways during
exacerbations of COPD. Corticosteroids are very effective
at suppressing eosinophilic inflammation in the airways
and this may account for the benefit seen in exacerbations
of COPD. When children with an exacerbation of asthma
are treated with prednisone, there is a marked reduction
in the concentration of 8-isoprostane in exhaled breath
condensate [19]. 8-isoprostane is a marker of oxidative
stress. If N-acetylcysteine prevents exacerbations of COPD
because it is an anti-inflammatory agent and/or antioxi-
dant, it may be difficult to see additional benefit in estab-
lished exacerbations of COPD when the patients are also
treated with prednisone, which has anti-inflammatory
actions and the potential to reduce formation of reactive
oxygen species from inflammatory cells.
There have been a number of other studies looking at the
effect of mucolytics in acute exacerbations of chronic
bronchitis although none of these studies used N-acetyl-
cysteine. Each of these studies has limitations. Langlands
treated 27 patients, who had been admitted to hospital
with an exacerbation of chronic bronchitis, with brom-
hexine 8 mg t.i.d. for two weeks (13 patients received bro-
mhexine and 14 received placebo) [20]. In this study lung
function was only measured twice a week during the study
but the difference between treatments was not statistically
significant. Maesen and his colleagues studied 22 patients
admitted to hospital with an exacerbation of chronic
bronchitis and purulent sputum [21]. All subjects received
erythromycin and half were treated with bromhexine.
Lung function was not measured but treatment with bro-
mhexine did not influence the bacteriological response to
erythromycin. Fimiguerra et al randomized 40 patients
who had been admitted to hospital with an exacerbation
of chronic bronchitis to treatment with amoxicillin alone
(20 patients) or a combination of amoxicillin and domi-
odol (20 patients) for 10 days [22]. There was a three day
washout period before treatment was initiated but it is not
clear if this means that patients were in hospital for three
days before treatment was started. Lung function was only
measured at the beginning and end of treatment but there
was no difference between the groups in changes in FEV1
and VC. Sputum volumes, however, were greater with the
combination of the mucolytic and antibiotic. Ricevuti et
al treated 24 patients with an exacerbation of chronic
bronchitis [23]. Half of the patients were randomised to a
combination of erdosteine and amoxicillin for seven days
and the other received amoxicillin alone for the same
period of time. Sputum viscosity and temperature
resolved significantly more quickly with the combination
but lung function was not measured in this study. None
of these studies measured lung function on a daily basis
and none assessed changes in breathlessness. This makes
it difficult to know if treatment with these mucolytics
influenced the rate of resolution of the exacerbations. On
balance however these studies do not strongly suggest that
mucolytics influence the resolution of acute exacerbations
of COPD.BMC Pulmonary Medicine 2004, 4:13 http://www.biomedcentral.com/1471-2466/4/13
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Conclusions
Our study does not suggest that 600 mg b.d. of N-acetyl-
cysteine is effective in the treatment of patients who are
admitted to hospital with an acute exacerbation of COPD
and who receive concurrent treatment with corticoster-
oids. In future studies it may be appropriate to use a
higher dose of N-acetylcysteine and to compare N-acetyl-
cysteine with placebo in patients with mild exacerbations
who do not require treatment with corticosteroids. Con-
sideration could also be given to comparing the effects of
N-acetylcysteine with prednisone or prednisolone in




COPD chronic obstructive pulmonary disease




The author(s) declare that they have no competing
interests.
Authors' contributions
PNB conceived the idea for the study and was responsible
for the study design and writing the manuscript. He was
also was involved in the conduct of the study and the
analysis of the data. AM-D was involved in the conduct of
the study, in the analysis of the data and with writing the
manuscript. PJP was involved with the design and con-
duct of the study. TEM and RPY were involved with the
conduct of the study. All of the authors read and approved
the final manuscript.
Acknowledgements
The study was funded by a grant from the Health Research Council of New 
Zealand. We would like to thank Greg Gamble for help with statistical anal-
ysis, and the pharmacists, nursing and medical staff at Auckland Hospital for 
their assistance with this study.
References
1. Seemungal TA, Donaldson GC, Paul EA, Bestall JC, Jeffries DJ, Wed-
zicha JA: Effect of exacerbations on quality of life in patients
with chronic obstructive pulmonary disease. Am J Respir Crit
Care Med 1998, 157:1418-1422.
2. Wouters EF: Economic analysis of the Confronting COPD sur-
vey: an overview of results. Respir Med 2003, 97(Suppl C):S3-14.
3. Poole PJ, Black PN: Systematic review of mucolytics for pre-
vention of exacerbations in chronic bronchitis.  BMJ 2001,
322:1271-4.
4. Gerrits CM, Herings RM, Leufkens HG, Lammers JW: N-acetyl-
cysteine reduces the risk of re-hospitalisation among
patients with chronic obstructive pulmonary disease.  Eur
Respir J 2003, 21:795-8.
5. Nagy AM, Vanderbist F, Parij N, Maes P, Fondu P, Neve J: Effect of
the mucoactive drug Nacystelyn on the respiratory burst of
human blood polymorphonuclear neutrophils. Pulm Pharmacol
Ther 1997, 10:287-92.
6. Kasielski M, Nowak D: Long-term administration of N-acetyl-
cysteine decreases hydrogen peroxide exhalation in subjects
with chronic obstructive pulmonary disease. Respir Med 2001,
95:448-56.
7. Blesa S, Cortijo J, Mata M, Serrano A, Closa D, Santangelo F, Estrela
JM, Suchankova J, Morcillo EJ: Oral N-acetylcysteine attenuates
the rat pulmonary inflammatory response to antigen.  Eur
Respir J 2003, 21:394-400.
8. Saetta M, Di Stefano A, Maestrelli P, Turato G, Ruggieri MP, Roggeri
A, Calcagni P, Mapp CE, Ciaccia A, Fabbri LM: Airway eosinophilia
in chronic bronchitis during exacerbations. Am J Respir Crit Care
Med 1994, 150:1646-52.
9. Dekhuijzen PN, Aben KK, Dekker I, Aarts LP, Wielders PL, van Her-
waarden CL, Bast A: Increased exhalation of hydrogen perox-
ide in patients with stable and unstable chronic obstructive
pulmonary disease. Am J Respir Crit Care Med 1996, 154:813-6.
10. Kim S, Nadel JA: Role of neutrophils in mucus hypersecretion
in COPD and implications for therapy. Treat Respir Med 2004,
3:147-59.
11. Ram FSF, Poole PJ, Bagg W, Stewart J, Black PN: Randomised, con-
trolled trial of theophylline for the treatment of exacerba-
tions of chronic obstructive pulmonary disease (abstract).
Am J Respir Crit Care Med 2000, 161(Suppl):A489.
12. Bonanomi L, Gazzaniga A: Toxicological, pharmacokinetic and
metabolic studies on acetylcysteine. Eur J Respir Dis Suppl 1980,
111:45-51.
13. Bridgeman MME, Marsden M, Selby C, Morrison D, MacNee W:
Effect of N-acetylcysteine on the concentrations of thiols in
plasma, bronchoalveolar lavage fluid, and lung tissue. Thorax
1994, 49:670-675.
14. Bridgeman MME, Marsden M, MacNee W, Flenley DC, Ryle AP:
Cysteine and glutathione concentrations in plasma and
bronchoalveolar lavage fluid after the treatment with N-ace-
tylcysteine. Thorax 1991, 46:39-42.
15. Tepel M, van der Giet M, Schwarzfeld C, Laufer U, Liermann D, Zidek
W:  Prevention of radiographic-contrast agent- induced
reduction in renal function by acetylcysteine. N Engl J Med
2000, 343:180.
16. Kay J, Chow WH, Chan TM, Lo SK, Kwok OH, Yip A, Fan K, Lee CH,
Lam WF: Acetylcysteine for prevention of acute deterioration
of renal function following elective coronary angiography
and intervention: A randomized controlled trial. JAMA 2003,
289:553-8.
17. Davies L, Angus RM, Calverley PM: Oral corticosteroids in
patients admitted to hospital with exacerbations of chronic
obstructive pulmonary disease: a prospective randomised
controlled trial. Lancet 1999, 354:456-60.
18. Wood-Baker R, Walters EH, Gibson P: Oral corticosteroids for
acute exacerbations of chronic obstructive pulmonary
disease. Cochrane Database Syst Rev 2001, 2:CD001288.
19. Baraldi E, Carraro S, Alinovi R, Pesci A, Ghiro L, Bodini A, Piacentini
G, Zacchello F, Zanconato S: Cysteinyl leukotrienes and 8-iso-
prostane in exhaled breath condensates of children with
asthma exacerbations. Thorax 2003, 58:505-509.
20. Langlands JHM: Double-blind clinical trial of bromhexine as a
mucolytic drug in chronic bronchitis. Lancet 1970, i:448-450.
21. Maesen FPV, Davies BI, Brouwers J, Rubingh G: Erythromycin and
bromhexine in acute exacerbations of chronic bronchitis. Eur
J Respir Dis 1982, 63:325-329.
22. Finiguerra M, Conti P, Figura I, Legnani W, Morandini GC: Clinical
study on the effects of an antibiotic and mucolytic associa-
tion (amoxicillin and domiodol) in hypersecretory chronic
bronchopulmonary diseases. Curr Ther Res 1982, 31:895-905.
23. Ricevuti G, Mazzone A, Uccelli E, Gazzani G, Fregnan GB: Influence
of erdosteine, a mucolytic agent, on amoxicillin penetration
into sputum in patients with an infective exacerbation of
chronic bronchitis. Thorax 1988, 43:585-590.Publish with BioMed Central    and   every 
scientist can read your work free of charge
"BioMed Central will be the most significant development for 
disseminating the results of biomedical research in our lifetime."
Sir Paul Nurse, Cancer Research UK
Your research papers will be:
available free of charge to the entire biomedical community
peer reviewed and published  immediately upon acceptance
cited in PubMed and archived on PubMed Central 
yours — you keep the copyright
Submit your manuscript here:
http://www.biomedcentral.com/info/publishing_adv.asp
BioMedcentral
BMC Pulmonary Medicine 2004, 4:13 http://www.biomedcentral.com/1471-2466/4/13
Page 7 of 7
(page number not for citation purposes)
Pre-publication history
The pre-publication history for this paper can be accessed
here:
http://www.biomedcentral.com/1471-2466/4/13/prepub